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Figure S1. Two-Stage Study Design (from Reference 16)



A study drug shortage occurred in early 2016 due to delays in shipping to the clinical sites.
Three sites (02, 03 and 04) had temporary drug shortages that affected dispensing drug.
Analysis of the shortage indicated that drug stoppages constituted a small fraction of total

follow-up time, and almost all occurred after the 3-month primary safety assessment.

Site 01 Site 02 Site 03 Site 04

HPDB Monkole KEMRI MMRH

Luanda, Kinshasa, Kilifi, Mbale,

Angola DRC Kenya Uganda
Dose Adjustment 0% 0% 15% 0%

Study .
Participants DOSZ fg’sutssme"t 0% 12% 16% 1%
Affected (%) P

Drug Stop 0% 70% 24% 8%

Duration of Drug Stop (Average) N/A 58 days 7 days 23 days

Table S1. Drug shortage



Dose-Limiting Toxicities in the first 90 days of study treatment for the first 133 study
participants enrolled at each clinical trial site constitutes the primary safety end-point, with a
pre-defined safety margin at each site of <33 toxicities. Published data guided an expected

(20%) and allowable (30%) toxicity rate.

Dose-Limiting Toxicities Participants
95% ClI

(Participants Affected/Total) Affected (%)
Angola 9/133 6.8 3.6-12.4%
DRC 6/133 4.5 21-95%
Kenya 11/133 8.3 4.7-14.2%
Uganda 1/133 0.8 00-41%
Pooled? 27/532 5.1 35-73%

Table S2. Site-Specific Dose-Limiting Toxicities

!Meta-analysis random effects pooled estimate (using a generalized linear mixed model) is 4.5%

with confidence interval of 2.3 — 8.8%.



Screening Phase

Treatment Phase

Events Participants Events Participants
Serious Adverse Events (total) 12 12 65 58
Vaso-Occlusive Pain/Dactylitis 2 2 6 6
Acute Chest Syndrome/Pneumonia 0 0 8 8
Acute Splenic Sequestration 1 1 8 7
Stroke 1 1 9 9
Severe anemia 0 0 7 7
Other Sickle-Related 0 0 1 1
Sudden Death, cause unknown 0 0 2 2
Malaria 2 2 10 10
Sepsis 3 3 9 9
Other Infection 2 2 3 3
Fever NOS 1 1 1 1
Other (Injury) 0 0 1 1

Table S3. Serious Adverse Events




Site Sex Age (Years) Study Month Cause of Death
Deaths in Screening
02 Male 5 Screening Sepsis
03 Male 8 Screening Malaria
04 Male 3 Screening Sepsis
04 Male 8 Screening Sepsis
Deaths after Treatment Initiation
01 Male 3 22 Sudden Death, cause unknown
01 Female 7 12 Sudden Death, cause unknown
01 Female 4 21 Severe Anemia
01 Female 9 3 Severe Anemia
01 Male 2 5 Suspected Sepsis
01 Male 9 12 Malaria
02 Female 2 10 Sepsis
02 Male 4 1 Malaria
02 Female 6 1 Malaria
02 Female 6 18 Malaria
02 Male 5 38 Pneumonia
02 Male 5 30 Stroke
03 Male 6 11 Septicemia
03 Male 3 11 Suspected Bacterial Infection
03 Female 6 33 Suspected Bacterial Infection
04 Female 7 16 Malaria

Table S4. Causes of Death




